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REMARKS 

Reconsideration is respectfully requested in view of the above amendments and the 
following remarks. 

Status of Claims Following November 4, 2003 Office Action 

In the November 4, 2003 Office Action, the Examiner indicated on Form PTO-326 that 
claims 84 and 85 are objected to and claims 4, 5-71, 74-83 and 86-89 are rejected. From the 
substantive action, it appears that the Examiner objected to claims 1-89 and rejected claims 4, 5-71, 
and 74-89. Applicants request clarification of the status of the claims following the November 4, 
2003 Office Action. 

Summary of Amendments Submitted in This Response 

In this response, Applicants have amended claims 1-3, 5-7, 38-47, 72-75, and 84-89. 
Applicants have cancelled claims 4, 8-37, 48-71 and 76-83. Applicants have added new claims 90- 
1 14. After entry of these amendments, claims 1-3, 5-7, 38-47, 72-75 and 84-1 14 will be pending. i= 

Applicant's cancellation or amendment of these claims does not indicate that Applicants 
acquiesce to the Examiner's rejections. Applicants reserve the right to pursue in future applications 
identical or similar claims to those cancelled or amended. 

Applicants have amended claim 1 for clarity and to list individual compounds and a 
mixture thereof in the proviso. 

Applicants have amended claim 2 for clarity and to recite a mixture. 

Applicants have amended claim 3 for clarity. 

Applicants have amended claims 6 and 7 for clarity. 

Applicants have amended claims 5, 38-47, 74, 75 and 88-89 to change "method of 
treating or preventing" to "method of treating" and to change "effective to treat or prevent" to 
"effective to treat". 

Applicants have amended claims 3, 5-7, 38-47, 72-75 and 84-89 to remove the term 
"without said proviso." 
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Applicants have amended claims 3, 5-7, 38-47, 72-75 and 84-89 to recite new claim 
dependencies. 

Applicants have amended claims 5 and 88-89 to recite "a method for treating" in the 
claim preambles. 

New Claims 

Applicants have added new claims 90-1 14. 

New claims 90 and 93 recite a pharmaceutical composition effective to block an ion 
channel (claim 90) and a method for blocking an ion channel (claim 93). Support for these claims 
may be found, e.g., on page 29, lines 17-20; page 14, lines 15-20; page 40, Example 5; and on page 
41, Example 6. 

New claims 91 and 94 depend from claims 90 and 93, respectively, and recite, "wherein 
the ion channel is a cardiac sodium channel." Support for these claims may also be found, e.g., on 
page 29, lines 17-20; page 40, Example 5; and on page 41, Example 6. 

New claims 92 and 95 depend from claims 90 and 93, respectively, and recite "wherein 
the ion channel is a cardiac potassium channel." Support for these claims may be found, e.g., on 
page 40, Example 5. 

New claim 96 recites "a method for preventing arrhythmia". Support for this claim may 
be. found, e.g., on page 31, lines 3-6, in the Examples, e.g., Example 4, and in originally presented 
claim 5. . 

New claims 97-98 recite "ia method for preventing cerebral or myocardial ischemias" 
(claim 97) and "a method for preventing heart failure" (claim 98). Support for these claims may be 
found, e.g., on page 30, lines 1-17 and in originally presented claims 41 (claim 97) and 75 (claim 
98). 

New claims 99-102 recite "a method for treating atrial arrhythmia" (claim 99), "a method 
for preventing atrial arrhythmia" (claim 100), "a method for treating ventricular arrhythmia" (claim 
101), and "a method for preventing ventricular arrhythmia" (claim 102). Support for these claims 
may be found throughout the specification as filed, e.g., on page 2, lines 26-28, on page 31, lines 3-6 
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and in the Examples section, e.g., Example 7 (claims 99 and 100) and Example 4 (claims 101 and 
102), and in originally presented claims 86 (claims 99 and 100) and 87 (claims 101 and 102). 

New claims 103 and 104 recite "a method of preventing atrial fibrillation" (claim 103) 
and "a method of preventing ventricular fibrillation" (claim 104). Support for these claims may be 
found throughout the specification as filed, e.g., in the Examples section and in originally presented 
claims 88 (claim 103) and 89 (claim 104). 

New claims 105-107 are directed to a pharmaceutical composition (claim 105), a method 
of treating (claim 106) and a method of preventing (claim 107) various conditions. These claims are 
supported throughout the specification, e.g., on page 6, line 9 to page 7, line 2, on page 29 line 20 to 
page 30, line 17, and in the originally presented claims. 

New claims 108 and 109 are directed to a pharmaceutical composition effective to 
provide therapy for arrhythmia (claim 108) and to a method for providing therapy for arrhythmia 
(claim 109). Support for these claims maybe found, e.g., on page 31, lines 3-6. 

New claims 1 10-1 13 are directed to a method of preventing hypertension (claim 1 10), 
long QT syndrome (claim 111), stroke (claim 112) and cardiovascular disease (claim 113). Support 
for these claims may be found, e.g., on page 6, line 9 to page 7, line 2, on page 29 line 20 to page 30, 
line 17, and in the originally presented claims. 1 

New claim 1 14 is directed to individual compounds. Support for this claim may be 
found, e.g., in the originally presented claims, in Examples 1-3 and on page 23, lines 1-5. 
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RESPONSE TO SPECIFIC OBJECTIONS AND REJECTIONS 



Response to Election/Restriction Objections 

Applicants appreciate the Examiner's acknowledgement of the election of species with 
traverse of Group II. 

In the November 4, 2003 Office action, the Examiner states that the remaining subject 
matter of claims 1-89 is withdrawn from further consideration under 37 CFR 1.142(b) as 
constituting other patentably distinct inventions. The Examiner also states that unity of invention is 
considered to be lacking and the restriction of the invention in accordance with the rules of unity of 
invention is considered to be proper. Applicants respectfully disagree. 

Treatment of Unity of Invention for Markush Group Claims * 



The correct standard for unity of invention for Markush type claims is set forth in MPEP 
1850, subsection D, which states that 

When the Markush grouping is for alternatives of chemical 
compounds, they shall be regarded as being of a similar nature 
where the following criteria are fulfilled: 

(A) All alternatives have a common property or activity; 
and 

(B) (1) A common structure is present, i.e., a significant 
structural element is shared by all of the alternatives; or 

(C) (2) In cases where the common structure cannot be the 
unifying criteria, all alternatives belong to a recognized 
class of chemical compounds in the art to which the 
invention pertains. 
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Regarding the meaning of a "significant structural element" as used in section (B)(1) 



above, MPEP 1850, subsection D 1 states that this refers to two cases: (1) where the compounds 
share a common chemical structure which occupies a large portion of their structures, or (2) in case 
the compounds have in common only a small portion of their structures, the commonly shared 
structure constitutes a structurally distinctive portion in view of existing prior art. Appendix AI, 
Annex B, Part 2 III of the MPEP sets forth examples of Markush claims for which unity of invention 
is present and is not present. 



the compounds within the Markush group either (1) do not share a common utility, or (2) do not 
share a significant common structural element or belong to a recognized class of chemical 
compounds. 

As described in the specification, the compounds of the Markush group set forth in claim 
1 may be used in pharmaceutical compositions for the treatment of conditions including but not 
limited to arrhythmia. The compounds within the Markush group therefore share a common utility. 

The compounds of the Markush group are all 2-amino cycloalkyl amides. That is, all 
compounds in the group share the common structural element shown below, where - — indicates that 
the valency is filled with a substituent as defined in claim 1. 



Under the standard set forth above, a Markush claim possesses unity of invention unless 




n=l, 2, 3, or 4 
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This molecular fragment is a significant structural element in the molecules set forth in 
the Markush group. That is, the common structural element occupies a large portion of the 
compounds* structure. 

Because the compounds in the claim 1 Markush group possess a common utility and 
share a significant common structural element, unity of invention is present. 

Applicants also note that the PCT examiner, applying the above described standards for 
determination of unity of invention, did not reject claim 1 for lack of unity of invention. 

In applying the objection, the Examiner has stated that the compounds defined in the 
claims "lack a significant structural element qualifying as the special technical feature that defines a 
contribution over the prior art' f (emphasis added). The Examiner further states that "the claims are 
drawn to a compound of formula (I) with variables n, X, Y, Rl, R2, R3, R4, R5, etc. . . . which do 
not define a contribution over the prior art (emphasis added). The variables are broadly defined and 
when taken as a whole result in vastly different compounds." 

Applicants note that the standard for unity of invention is recited in 37 C.F.R. 1.475 (and 
in PCT rule 13.1 and 13.2 as cited by the Examiner). Therein, it is stated that: 

"unity of invention shall be fulfilled only when there is a technical relationship 
among those inventions involving one or more of the same or corresponding special 
technical features. The expression "special technical features" shall mean those technical 
features that define a contribution which each of the claimed inventions, considered as a 
whole, makes over the prior art (emphasis added)." 

The claimed compounds all share a common structural element or "special technical feature" (the 2- 
amino cycloalkyl amide moiety) and share a common utility, or "technical relationship," as stated 
above. Applicants note that it is not required by 37 C.F.R. L475 that the "special technical feature" 
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define a contribution over the prior art, but rather that the claimed invention, considered as a whole, 
define a contribution over the prior art. 

In light of the foregoing remarks, the Examiner is respectfully requested to withdraw the 
objection to claims 1-89 and withdraw the request that Applicants limit claim 1 to the subject matter 
identified by the Examiner. Applicants contend that their comments with regard to unity of 
invention and the related claim objections are fully responsive. 

Response to Claim Rejections Under 35 U.S.C. §101 

The Examiner has rejected claim 4 under 35 U;S.C. § 101 as including an improper 
definition of a process because the claim sets forth a use without setting forth any steps involved in 
the process. 

Applicants have cancelled claim 4, and respectfully request that the Examiner withdraw 
the 35 U.S.C. § 101 rejection. 

Response to Claim Rejections Under 35 U.S.C. § 112, first paragraph 

The Examiner has rejected claims 5-71 and 74-89 under 35 U.S.C. § 1 12, first paragraph, 
contending that the claims contain subject matter which was not described in the specification in 
such a way as to enable one skilled in the art to which it pertains, or with which it is most nearly 
connected, to make and/or use the invention. 

Claims 8-37. 48-71 and 76-83 

Claims 8-37, 48-71 and 76-83 have been cancelled, rendering the Examiner's objection 
with respect to these claims moot. The Applicants direct the Examiner to the comments below 
regarding the term "preventing" as recited in the new claims in relation to subject matter shared with 
the cancelled claims. 
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Claims 5. 38-47. 74-75 and 84-89 

The .Examiner rejects claims 5, 38-47, 74, 75 and 86-89 as lacking support in the 
specification for preventing the claimed disorders. 

Applicants have amended claims 5, 38-47, 74, 75 and 86-89 to change "method of 
treating or preventing" to "method of treating" and to change "effective to treat or prevent" to 
"effective to treat " These amendments do not indicate that Applicants acquiesce to the Examiner's 
rejections. 

The claims as amended conform to 35 U.S.C. § 1 12, first paragraph, and Applicants 
respectfully request that the Examiner withdraw the 35 U.S.C. § 1 12, first paragraph rejections of 
claims 5, 38-47, 74-75 and 86-89. 

Claims 6 and 7 

The Examiner rejects claims 6 and 7 as lacking support in the specification for use of the 
compounds in modulating ion channel activity in all instances. 

Applicants respectfully traverse this rejection. The test of enablement is that one 
reasonably skilled in the art could make or use the invention from the disclosures in the patent 
coupled with information known in the art without undue experimentation. See, Manual of Patent 
Examining Procedures (MPEP), §2164.01. The enablement requirement does not extend to all 
instances, as suggested by the Examiner. Rather, the use of a compound need be enabled such that 
one skilled in the art could practice the invention without undue experimentation. Applicants note 
Examples 1-8, specifically that Examples 1-3 provide synthetic protocols and that Examples 4-8 
provide experimental evidence regarding the use of the compounds. For an illustrative example of 
the information contained within the application regarding the use of the claimed compounds, see 
the results section of Example 7, a Canine Vagal-AF model, starting on page 45, line 15. 

In light of these and other disclosures in the patent application coupled with information 
known in the art, one reasonably skilled in the art could use the invention of claims 6 and 7 without 
undue experimentation. Claims 6 and 7 are therefore enabled and Applicants respectfully request 
that the Examiner withdraw the 35 U.S.C. § 1 12, first paragraph rejections of claims 6 and 7. 
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Claims 38 and 39 

In addition to the above discussion regarding prevention of the claimed disorders, the 
Examiner rejects claims 38 and 39 for not having support in the specification for the use of the 
compounds in treating or preventing cardiovascular disease. Applicants respectfully traverse the 
rejection. Applicants note that the specification states, e.g., on page 29, lines 20-30 that various 
physiological roles are played by ion channels, that a variety of diseases (including cardiovascular 
diseases, see page 30, line 1 1) are associated with a defective or inadequate function of ionxhannels, 
and that compounds which modulate ion channel activity may therefore be useful in the treatment or 
prevention of these diseases. In addition, applicants note that one of skill in the art would readily 
recognize specific diseases that are associated with a cardiovascular disease. Applicants respectfully 
request that the Examiner withdraw the 35 U.S.C. §112, first paragraph rejection of claims 38 and 
39. 

Claims 84 and 85 

The Examiner indicates in the detailed action that claims 84 and 85 are also rejected 
under 35 U.S.C. § 112, first paragraph, but provides no further explanation regarding the nature of 
the rejection. The office action summary, however, states that claims 84 and 85 are objected to. 

Applicants respectfully request that the Examiner state the nature of the rejection or 
withdraw the rejection of claims 84 and 85. 

Response to Claim Rejections Under 35 U.S.C. § 112, second paragraph 

The Examiner has rejected claim 4 under 35 U.S.C. § 1 12, second paragraph, contending 
that the claim is indefinite for failing to particularly point out and distinctly claim the subject matter 
which applicant regards as the invention. 

The Examiner rejects claim 4 as being indefinite because it merely recites a use without 
any active, positive steps. Applicants have cancelled claim 4 and respectfully request withdrawal of 
the rejection. 
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Duplicate Claims 

The Examiner states in the Office Action, under subheading Duplicate Claims, that 
should claim 5 be found allowable, claims 86 and 87 will be objected to under 37 CFR 1.75 as being 
substantial duplicates thereof. 

Atrial arrhythmia and ventricular arrhythmia are specific types of arrhythmia. The term 
arrhythmia in claim 5 is therefore broader than the terms atrial arrhythmia and ventricular 
arrhythmia in claims 86 and 87. Accordingly, claims 86 and 87 are of different scope than claim 5, 
and are not substantial duplicates thereof. 

Claims Directed to a Method of Preventing 

Applicants note that claims corresponding to a "method of preventing" or a 
pharmaceutical composition "effective to prevent" have been introduced in the new claims. 
Applicants direct the Examiner to Example 4 of the specification, which describes an example 
wherein ion channel modulating compounds are provided to an animal subject prior to treatment 
with a vehicle that produces arrhythmia. In addition, Applicants note that one of skill in the art 
would readily recognize that the various conditions listed in the new claims could be treated or 
prevented with the claimed compounds since other ion channel modulating compounds are known to 
be useful in the treatment and/or prevention of these conditions. In particular, the Applicants bring 
the attention of the Examiner to the following journal articles: 

Cahalan M.D.; Wulff, H.; Chandy, K.G., "Molecular Properties and Physiological Roles 
of Ion Channels in the Immune System " J. Clin. Immunol, 2001, 21(4): 235-52. 

Bockenhauer, D. "Ion Channels in Disease," Curr. Opin. Pediatr. 2001, 13(2): 142-9. 

Balser, J.R., "The Cardiac Sodium Channel: Gating Function and Molecular 
Pharmacology," J. Mol. Cell Cardiol., 2001, 33(4): 599-613. 

Li M.; Lester, H.A., "Ion Channel Diseases of the Central Nervous System," CNS Drug 
Rev., 2001, 7(2): 214-40. 

Baker, E.H., "Ion Channels and the Control of Blood Pressure," Br. J. Clin. Pharmacol. 
2000,49(3): 185-98. 



pa-851289 



Application No.: 09/914,884 
Docket No.: 554792000800 
Page 30 of 31 

Lehmann-Horn, F.; Jurkat-Rott, K., "Voltage-Gated Ion Channels and Hereditary 
Disease," Physiol. Rev. 1999, 79(4): 1317-72. 

Mody, I., "Ion Channels in Epilepsy," Int. Rev. Neurobiol., 1998, 42: 199-226. 

Cahalan, M.D.; Chandy, K.G., "Ion Channels in the Immune System as Targets for 
Immunosuppression," 1997, 8(6): 749-56. 

Fontaine, B.; Plassart-Schiess, E.; Nicole, S., "Diseases Caused by Voltage-Gated Ion 
Channels," Mol. Aspects Med., 1997, 18(6): 415-63. 

Goldstein, S.A., "Ion Channels: Structural Basis for Function and Disease," Semin. 
Perinatal. 1996, 20(6): 520-30. 

Lawrence J.H.; Tomaselli, G.F.; Marban, E. "Ion Channels: Structure and Function," 
Heart Dis. Stroke, 1993, 2(1): 75-80. 

Claims 8 and 9 were rejected as not having support in the specification for the use in 
treating or preventing all forms of disease of the central nervous system. Applicants have cancelled 
claims 8 and 9, but note that the phrase "disease of the central nervous system" appears in some of 
the newly presented claims. However, Applicant's assert that one of skill in the art would readily 
recognize the specific conditions that are associated with a disease of the central nervous system. 

Claims 30 and 31 were rejected as not having support in the specification for the use in 
treating or preventing all forms of allergies. Applicants have cancelled claims 30 and 31, but note 
that the term "allergies" appears in some of the newly presented claims. However, Applicant's 
assert that one of skill in the art would readily recognize the specific conditions that are associated 
with allergies. 

Claims 68 and 69 were rejected as not having support in the specification for the use in 
treating or preventing all forms of autoimmune disorders. Applicants have cancelled claims 68 and 
69, but note that the term "autoimmune disorders" appears in some of the newly presented claims. 
However, Applicant's assert that one of skill in the art would readily recognize the specific 
conditions that are associated with an autoimmune disorder. 
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CONCLUSION 



Applicants have responded to each matter raised in the November 4, 2003 Office action and 
believe the application to be in condition for allowance. 

In the event that there are any questions, comments, or suggestions concerning this 
amendment or the application in general, or if an interview is considered desirable, the Examiner is 
requested to telephone the undersigned representative so that prosecution may be expedited. 

In the unlikely event that the Patent Office determines that an extension and/or other relief is 
required as a result of this statement, Applicants petition for any required relief including extensions 
of time and authorize the Assistant Commissioner to charge the cost of such petitions and/or other 
fees due to our Deposit account no. 03-1952 referenced Docket No. 554792000800 . However, the 
Assistant Commissioner is not authorized to charge the cost of the issue fee to the Deposit Account. 

Dated: May 4, 2004 Respectfully submitted, 




Registration No.: 52,285 
MORRISON & FOERSTER LLP 
755 Page Mill Road 
Palo Alto, California 94304 
(650)813-5744 
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